Introduction
Fever used to be regarded as a disease. This all changed when Gabriel Daniel Fahrenheit developed an effective thermometer at the beginning of the eighteenth century, and after Professor Carl Wunderlich of Leipzig introduced the concept of the temperature chart, using a thermometer a foot long and requiring twenty minutes to register the temperature. It soon became obvious that fever was not a disease in itself but merely a symptom. It is likely that Ludwig Traube was the first physician to make a continuous temperature chart. Later, in 1867, Sir Thomas Clifford Allbutt , the Regius Professor of Physic at Cambridge, introduced the short, portable and rapidly readable thermometer and the investigation of fever and fever patterns commenced. As medical science progressed numerous causes of fever were discovered but there were always fevers whose cause remained problematical, and from time to time learned physicians discoursed and speculated on certain aspects of puzzling fevers.
One of these physicians was Sir Thomas Horder. Sixty years have passed since he published his reflective paper 'Some Cases of Pyrexia without Physical Signs' in the Postgraduate Medical Journal (Horder, 1925) , and since then the practice of medicine has undergone major changes. Diagnostic techniques and therapeutic possibilities have proliferated. The Changing patterns of PUO Horder obviously knew that fever could have many causes, both infective and non-infective, but he probably adhered to the classical teaching that the pattern of fever may be suggestive of certain diseases whereas contemporary opinions contend that the pattern of fever is hardly ever diagnostic (who can differentiate its significance) and on occasion the pattern of fever, like the much publicized relative bradycardia of enteric fever, may be positively misleading.
In their classical paper Petersdorf & Beeson (1961) (Petersdorf & Beeson, 1961; Larson et al., 1982) .
The striking change is the greater proportion of neoplastic conditions. There are several possible causes for this change -alterations ofreferral patterns, and new techniques diminish the proportion of nonneoplastic disorders because they can be rapidly diagnosed and excluded from recent series. Just as interesting is the static proportion of patients with infection as a cause, and this despite major reduction in the incidence of many of the classical fevers, especially tuberculosis. Perhaps the reduction in classical pulmonary tuberculosis has lead to a low index of diagnostic suspicion, especially in patients whose tuberculosis is extrapulmonary. This is unfortunate as tuberculosis is treatable. In the 1982 paper there were four patients with cytomegalovirus infection -a diagnosis which could not have been made in the first series of patients. Four patients had Still's disease in the second series and only two in the first. Clinicians should be more aware of this disease which is not restricted to young children, and as it may present with a PUO without arthritic clues to assist the diagnos- (Bujak et al., 1973 (Daggart, 1976 ), but will mention particular aspects of certain illnesses which have altered over the last 60 years. 
Endocarditis
Rheumatic fever and its associated heart valve damage which predisposed to endocarditis was very common in the past but it is now almost extinct in Great Britain (Sutton & Rubenstein, 1974) . In association with this the bacteriology and associations ofendocarditis have changed (Hughes & Gauld, 1960; Welsby, 1977 Horder was well aware of the possible occult nature of liver abscesses and oftheir possible amoebic aetiology.
Giant cell arteritis
This is a notable cause of PUO, having an annual incidence ofabout 3 per 100,000 population. Giant cell arteritis (GCA) includes temporal arteritis, the polymyalgia rheumatica syndrome, a combination of muscular and temporal symptoms, and 'general' symptoms, particularly PUO (Malmvall et al., 1980) . Horder may well have been aware of a syndrome associated with giant cells as seen on microscopy of biopsy specimens, but he would not have had corticosteroids in his therapeutic repertoire and thus almost certainly he would have been familiar with the complications, including sudden blindness.
As a cause of PUO the polymyalgia rheumatica syndrome deserves particular mention. The presentation is usually with bilateral pain and stiffness in the proximal muscles, fever, fatigue, anorexia, and an elevated erythrocyte sedimentation rate in patients over 50 years of age.
There (Horder, 1953) . Opportunistic iatrogenic complications are not uncommon -36 per cent of general medical patients in one paper (Steel et al., 1981) .
There 
Travel
The patterns of illness that can cause a PUO have not been static over the past 60 years, and neither have the patients. Given a large enough bank balance it is possible to be transported almost anywhere on earth within 36 hours. Given a large enough bank balance and a good enough reason it is even possible to travel into space -but one hopes that Professor Hoyle's belief in viruses from space (Hoyle, 1983) (Emond, 1976 Meanwhile the behaviour of whole populations will continue to change, not necessarily for the better. People will live longer, travel will become easier and cheaper, drug addiction may become even more of a major problem, and the sexual revolution will probably continue (albeit modified by the threat of the acquired immunodeficiency syndrome).
Unfortunately I have to conclude this review by predicting that the ever versatile microorganisms will never surrender completely and will continue to evolve fresh challenges for the medical profession. I predicted above that microorganisms would be developed which would (therapeutically) attack other microorganisms. However, microorganisms have already used a similar ploy by producing the virus associated with the acquired immunodeficiency syndrome -which destroys cell mediated immunity allowing their colleagues -other intracellular organisms -to opportunistically and relentlessly attack some of those infected with the virus.
The future of PUO as a clinical problem is assured. Microorganisms will not let us rest. Perpetual vigilance will be mandatory.
